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AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

Claims 1-11 (canceled) 

Claim 12 (currently amended): A method of culture of embryonic stem (ES) cells 
comprising: ES c e l l s compr i s i ng maintaining a culture of ES cells in the presence of a 
synergistic combination of: 

(a) a first compound that activates gp130 and promotes propagation of- 
surv i va l of ES cells; and 

(b) a second compound , which is different from the first compound and that is 
an inhibitor of MEK and inhibits propagation or surv i va l of cells other than 
ES cells. 

Claim 13 (canceled) 

Claim 14 (currently amended): The method of A m e thod accord i ng to Claim 12 
wherein the second compound is selected from the group consisting of: PD098059 and 



U0126 s ele ct i v e ly i nh i b i ts a signa li ng pathway e ss e nt i a l to propagat i on or sun/ i va l of 
c el ls oth e r than ES c el ls . 
Claim 15 (canceled) 

Claim 16 (currently amended): The method of A m e thod according to Claim 12 
wherein the first compound is a cytokine that activates th e cytok i n e r e c e ptor gpl 30 in 
ES cells. 

Claim 17 (currently amended): The method of A method accord i ng to Claim 12. 
wherein the first compound is LIF. 
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Claims 18-24 (canceled) 

Claim 25 (currently amended): A culture medium for culture of ES cells 
comprising a first compound that activates gp130 promot e s pro li foration of ES co l ls and 
a second compound , which is different from the first compound and inhibits MEK i^Pi^ 
e nhanc e s th e r e spons e of th e ES c e l l s to th e first compound . 

Claims 26-30 (canceled) 

Claim 31 (currently amended): The culture medium of Claim 25 A cu l tur e 
m e d i um accord i ng to C l a i m 28 , wherein the second compound is selected from the 
group consisting of: PD098059 and U0126 compounds wh i ch i nh i bit act i v i ty of tho 
onzymo SHP 2; compounds that inh i b i t tho ras/MAPK cascad e ; compounds that i nh i bit 
MEK; compounds that i nhib i t a m i togen act i vat e d proto i n k i nase; and compounds that 
i nh i b i t cyc li n depend e nt e ntry i nto S phaso of non ES colls . 

Claim 32 (currently amended): The culture medium of Claim 25 A culture 
mod i um accord i ng to Cla i m 28 , wherein the first compound is a cytokine that activates 
tho cytok i n e r e ceptor gp130 in ES cells. 

Claim 33 (currently amended): The culture medium of Claim 25 A cu l tur e 
m e d i um according to C l a i m 28 , wherein the first compound is LIF. 

Claim 34 (currently amended): A method of deriving ES cells comprising: (i) 
isolating cells from an embryo or embryoid bod y; (ii) maintaining and ma i nta i n i ng a 
culture of those isolated cells in the presence o f: (a) a first compound that activates 
gp130 and (b) a second compound, which is different from the first compound and 
inhibits MEK that so l oct i v ol v i nh i bits propagat i on or surv i val of colls othor than ES collo ^ 
(iii) dissociating the cells obtained from (ii); and (iv) maintaining dissociated cells 
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obtained from (iii) in culture in the presence of: (a) a third compound that activates 
gp130 and (b) a fourth compound, which is different from the third compound and 
inhibits MEK . 

Claim 35 (canceled) 

Claim 36 (currently amended): The method of A m e thod accord i ng to Claim 34 
comprising developing an embryo in vivo, harvesting the embryo prior to pro-amniotic 
cavity formation and isolating cells therefrom. 

Claim 37 (currently amended): A method of deriving ES cells comprising: (i) 
developing an embryo in vitro; (ii) isolating i n v i tro, i so l at i ng cells from the inner cell 
mass of the embryo : fiii) maintaining those isolated and ma i nta i ning thos e cells in the 
presence of a compound that inhibits MEK; s ele ct i v el y i nh i b i ts propagat i on or surv i va l of 
c ell s oth e r than ES c ell s (iv) dissociating the cells obtained in (iii); and (v) maintaining 
dissociated cells from (iii) in culture in the presence of a compound that inhibits MEK . 

Claim 38 (currently amended): The method of A m e thod accord i ng to Claim 37 
wherein the MEK inhibitor is PD098059 or U0126 compris i ng r e mov i ng prim i t i v o 
e ndod e rm pr i or to cu l tur e i n th e pr e s e nc e of th e compound . 

Claim 39 (currently amended): The method of A method accord i ng to Claim 34, 
wherein the second compound that s ele ct i v el y i nh i b i ts propagation or surv i va l of c ell s 
oth e r than ES c e l l s is selected from the group consisting of: PD098059 and U0126 
compounds wh i ch i nh i b i t act i v i ty of th e e nzym e SHP - 2; compounds that i nh i b i t th e 
ras/MAPK cascad e ; compounds that i nhib i t MEK; compounds that i nh i bit a m i togen 
act i vat e d prot ei n k i nas e ; and compounds that i nh i b i t cyc li n d e p e nd e nt e ntry i nto S 
phas e of non ES co l ls . 
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Claims 40-42 (canceled) 

Claim 43 (currently amended): A method of culture of ES cells, comprising 
expressing in the ES cells a compound that inhibits MEK wh i ch s ele ctiv el y promot e s 
s el f - r e n e wal of th e ES c ell s, i nh i b i ts propagat i on or surv i va l of c ell s oth e r than ES c ell s, 
or both promot e s s el f r e n e wa l of th e ES c ell s and i nh i b i ts propagat i on or surv i va l of c e l l s 
oth e r than ES ce l ls . 

Claim 44 (currently amended): The method of A method accord i ng to Claim 43, 
comprising expressing a MAP kinase phosphatase in an ES cell. 
Claims 45-48 (canceled) 

Claim 49 (currently amended): The method of A m e thod accord i ng to Claim 34 
wherein the compound that selectively inhibits MEK propagat i on or surv i va l of c el ls 
other than ES co l ls is PD098059. 

Claim 50 (currently amended): The method of A method according to Claim 12 
wherein the first compound is LIF and is at a concentration of 5 Units per milliliter 
(U/ml). 
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